Defective tumor vascularization induced by metastasin 1 expression.
It has been proposed that metastasin 1 (mts1), a member of the S100 Ca(2+)-binding protein family, may play a role in tumor progression and metastasis. In order to test this possibility, we have performed gene transfer experiments using a human sense mts1 expression vector and human MCF7 malignant epithelial cells which do not express endogenous mts1. In vitro, mts1 expression did not modify proliferative or invasive properties of transfected MCF7 cells. In vivo, MCF7 cells expressing mts1 were associated with tumors exhibiting necrosis, and abundant fibrous and poorly cellular stroma. Immunohistochemical staining of endothelial cells showed that, in the presence of mts1, the number and the size of tumoral microvessels were decreased and some of them were collapsed. No metastases were observed in mice with either mts1-expressing or nonexpressing tumors. In summary, these results indicate that (i) in vitro and in vivo, mts1 does not confer invasive properties to MCF7 cells, and (ii) mts1 expression by MCF7 cells leads to defective tumor microvessels, leading to the hypothesis that mts1 may have a negative effect on neoangiogenesis and/or on the maintenance of blood vessels.